Antenatal and neonatal antiretroviral therapy in HIV-infected women and their infants: a review of safety issues.
Specific interventions to prevent mother-to-child transmission (MTCT) include antiretroviral therapy, elective caesarean section and avoidance of breastfeeding. Rates of MTCT below 1-2% are now achievable in developed country settings. However, although the vast majority of infants born to HIV infected mothers are protected from acquisition of infection, most are exposed to antiretroviral drugs for which there is only limited information on toxicity. Increasing use of complex and potent combinations of antiretroviral drugs in pregnancy, particularly during the period of organogenesis, has raised many questions relating to pregnancy outcome and safety issues for the exposed children, both in the short and longer term. A shorter duration of pregnancy has been reported to be associated with taking protease inhibitors in pregnancy, particularly prolonged and early use, but this has been an inconsistent finding. Risk of congenital abnormalities may be increased with exposure to specific antiretroviral drugs, such as efavirenz, and certain combinations of Pneumonia Pneumocystis Carinii (PCP) prophylaxis and antiretroviral drugs, but there is no evidence of an excess of congenital malformations associated with exposure to zidovudine prophylaxis. Although data from observational studies and follow-up of children enrolled in clinical trials have not shown uninfected, zidovudine-exposed children to be at increased risk of adverse events including cancer in the short- to medium-term, the possibility that they may be at risk of cancer at older ages cannot be excluded. Concerns regarding mitochondrial dysfunction in children with foetal/neonatal exposure to zidovudine have arisen following a report from France of eight uninfected children with mitochondrial dysfunction, of whom two died. However, there is limited additional evidence of clinically evident mitochondrial disease in children exposed to antiretroviral therapy in utero or neonatally, and the absence of any excess mortality in large observational cohort studies of children born to HIV infected women and exposed to antiretroviral drugs is reassuring.